
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

APPENDIX  
 

DIVERGENT POSITION DATED 21 May 2026 
  



DIVERGENT POSITION DATED 21 May 2026 
 

Etcamah (camizestrant) EMA/H/C/006494/0000 
 

 
The undersigned members of the CHMP did not agree with the CHMP’s positive opinion recommending the 
granting of the marketing authorisation in the following indication:  
 

”Etcamah” in combination with a CDK4/6 inhibitor (palbociclib, ribociclib, or abemaciclib) indicated for 
the treatment of adult patients with ER-positive, HER2-negative, locally advanced or metastatic 
breast cancer upon detection of ESR1-mutation and without disease progression during first-line 
endocrine therapy in combination with a CDK4/6 inhibitor (for biomarker based patient-selection, see 
section 4.2 and 5.1). 
In pre- or peri-menopausal women and in men, Etcamah plus a CDK4/6 inhibitor should be combined 
with a luteinizing hormone releasing hormone (LHRH) agonist or antagonist.” 

 
 
The reasons for the divergent opinion are as follows: 
 

The treatment strategy evaluated in the single pivotal SERENA-6 trial does not reflect current standard 
clinical practice. The study does not adequately answer the clinically relevant question whether early 
switching endocrine therapy at first detection of an ESR1 mutation, and prior to radiographic or clinical 
progression, improves long-term patient outcome compared with the established strategy of continuing 
treatment until progression and switching treatment thereafter.  

In particular, this is based on the following issues: 

• The SERENA-6 trial primarily evaluates an early-switch treatment strategy triggered by first 
detection of molecular progression while on first-line treatment. The added clinical value of 
camizestrant, when introduced at the time when switch of treatment would be indicated as to 
current standard of care, i.e. at clinical or radiological progression, is not part of the study design.  

• Early switching may expose patients with ongoing disease control under the existing regimen to 
additional treatment-related risks, biomarker-testing burden, and potential loss of time on an 
effective and tolerated regimen, without robust evidence that the early initiation of camizestrant 
improves long-term outcome.  

• The experimental arm incorporates earlier use of a subsequent endocrine treatment option before 
conventional first-line treatment failure has been documented. 

In consequence, the observed PFS advantage cannot be interpreted in the same manner as in a 
conventional treatment strategy. It remains to be clarified, whether camizestrant improves the overall 
treatment sequence or long-term patient outcome compared with the established practice. Therefore, PFS 
is not considered sufficient as a stand-alone endpoint for pivotal B/R assessment in this context. However, 
no robust evidence of long-term clinical benefit has been provided to overcome these limitations:  

• At present, OS data remain insufficiently mature to be informative (maturity approximately 30%) 
and do not provide robust evidence that the early-switch strategy improves long-term outcome. 

• The submitted PFS2 analysis is considered unreliable due to (i) the heterogeneity in choice and 
timing of subsequent therapy (partly not reflecting current scientific guideline recommendations), 
and (ii) the insufficiently standardised assessment of second progression (only a small number of 
patients was continuously followed with tumour assessments based on RECIST 1.1 methods in 
appropriate time intervals). 

Therefore, based on the currently available SERENA-6 data, we cannot conclude on a positive benefit-risk 
balance for Etcamah in the proposed indication. 
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